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AB The title compds . [I; AD = C:N,NC:0; n = 1-5; R = H, halo, alkyl, etc.; Rl 
= H, alkyl, (un) substituted cycloalkyl; R2, R3 = H; R2R3 taken together 
form a bridge of 1-4 methylene units; X = 0R4, NR4R5; R4 = H, alkyl, 
(un) substituted cycloalkyl, etc.; R5 = H; NR4R5 = pyrrolidine piperazino, 
piperidino, etc.], antagonists and partial agonists for the serotonin 
receptor 5-HT4 which are useful for treatment of disorders caused by or 
affected by dysfunction of the 5-HT4 receptor such as anxiety, pain, 
depression, schizophrenia, memory disorders, dementia, irritable bowel 
syndrome, nausea, gastroesophageal reflux disease, dyspepsia, 
gastrointestinal motility disorders, constipation, atrial fibrillation, 
arrhythmias, tachycardia, urinary retention, urinary incontinence, or pain 
on urination, were prepared and formulated. E.g., methanesulf onylation of 
N- [ 1- ( 2-aminoethyl ) piperidin-4-yl ] -l-isopropylindazole-3-carboxamide 
(preparation given) afforded 60% II. Compds. I reduced the observed 

relaxations 

of esophagus smooth muscle (of rats) at < 10 nM. 
IT 207296-80-8P 207296-81-9P 

RL: BAC (Biological activity or effector, except adverse); BSU (Biological 
study, unclassified) ; SPN (Synthetic preparation) ; THU (Therapeutic use) ; 
BIOL (Biological study); PREP (Preparation); USES (Uses) 

(preparation of indazole- and 2-oxobenzamidazole-3-carboxamides as 5-HT4 
agonists and antagonists) 
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AU Schaus, John M. ; Thompson, Dennis C; Bloomquist, William E . ; Susemichel, 
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DT Journal 
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AB Indole-3-carboxamides, indazole-3-carboxamides, and benzimidazolone-3- 

carboxamides were synthesized and evaluated for antagonist affinity at the 
5-HT4 receptor in the rat esophagus. The endo-3-tropanamine derivs. in 
the indazole and benzimidazolone series possessed greater 5-HT4 receptor 
affinity than the corresponding indole analogs. 5-HT4 receptor antagonist 
affinity was further increased by alkylation at N-l of the aromatic 
heterocycle. In l-isopropylindazole-3-carboxamides, replacement of the 
bicyclic tropane ring system with the monocyclic piperidine ring system or 
an acyclic aminoalkylene chain led to potent 5-HT4 receptor antagonists. 
In particular, those systems in which the basic amine was substituted with 
groups capable of forming H bonds showed increased 5-HT4 receptor 
antagonist activity. While some of these compds . displayed high affinity 



for other neurotransmitter receptors (in particular, 5-HT3, al, and 
5-HT2A receptors), as the conformational flexibility of the amine moiety 
increased, the selectivity for the 5-HT4 receptor also increased. From 
this series of compds . , the authors identified LY353433 

( 1- ( 1 -methyl ethyl ) -N- [2- [4- [ (tricyclo [3.3.1.13, 7] dec-l-ylcarbonyl ) amino] -1- 
piperidinyl] ethyl] -lH-indazole-3-carboxamide) as a potent and selective 
5-HT4 receptor antagonist with clin. suitable pharmacodynamics. 
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RL: BAC (Biological activity or effector, except adverse); BSU (Biological 
study, unclassified) ; SPN (Synthetic preparation) ; THU (Therapeutic use) ; 
BIOL (Biological study); PREP (Preparation); USES (Uses) 

(synthesis and structure-activity relationships of potent and orally 
active indazole and benzimidazolone 5-HT4 receptor antagonists) 
RN 207296-81-9 CAPLUS 

CN lH-Indazole-3-carboxamide, N- [1- [2- (benzoylamino ) ethyl] -4-piperidinyl ] -1- 
(1-methylethyl) -, ethanedioate (1:1) (CA INDEX NAME) 
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